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* NOTICES * 

JPO emd NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 

DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to a remedy useful to the therapy and prevention of acute renal failure. 
[0002] 

[Description of the Prior Art] The ****** hasty nature renal failure produced when it sets under physiological 
temperature among acute renal failure and a blood flow decreases thru/or stops temporarily is understood as that in 
which developmental mechanism, progress of a symptom, etc. differ from the acute renal failure (acute renal failure as 
the renal dysfunction by cooling preservation, and an ischemia reperfusion failure after transplantation) generated when 
the extraction kidney by which cooling preservation was carried out in the state of perfect blood-flow blocking or 
bleeding is transplanted. The failure of the cell membrane by the active oxygen generated after an exhaustion of various 
factors, for example, the energy metabolism matter which starts into the ischemia, and lowering of generation ability, 
lifting of intracellular calcium concentration, or a blood-flow restart etc. may be participating in the developmental 
mechanism of ****** hasty nature renal failure. 

[0003] The attempt which prescribes preclusively super-oxide dismutase (SOD), desferrioxamine (DFO), xanthine 
oxidase inhibitor, etc. for the patient for prevention of ****** hasty nature renal failure is known (a kidney, dialysis, 36 
(2), pp. 191-308, 1994). Moreover, it is suggested that a certain kind of organic germanium compound is useful to 
prevention of ****** hasty nature renal failure similarly (Kazuo Kumano et al., the 17th germanium seminars). 
However, the effectiveness of such preventives should not necessarily be satisfied and it waits eagerly for the 
appearance of more effective drugs. 
[0004] 

[Problem(s) to be Solved by the Invention] The technical problem of this invention is to provide prevention and/or the 

therapy of ****** hasty nature renal failure with a useful remedy. 

[0005] 

[Means for Solving the Problem] this invention persons are the 3-methyl -1, as a result of trying hard wholeheartedly 
that the above-mentioned technical problem should be solved. - Phenyl -2 - Pyrazoline -5 - Generating of the ****** 
hasty nature renal failure in the kidney into which the remedy which includes ON as an active principle stopped the 
blood flow temporarily under physiological temperature was prevented notably, and it found out that it was useful to 
maintenance of the physiological function of the kidney. This invention is completed based on these knowledge. 
[0006] That is, this invention is the 3-methyl -1 . - Phenyl -2 - Pyrazoline -5 - The prevention and/or the therapy agent 
of acute renal failure which contain ON or its salt permitted physiologically as an active principle are offered. As a 
desirable mode of this invention, the above-mentioned remedy whose acute renal failure is ****** hasty nature renal 
failure is offered. 
[0007] 

[Embodiment of the Invention] 3-methyl -1 which is the medicinal active principle of this invention - Phenyl -2 - 
Pyrazoline -5 - ON is a well-known compound, for example, can be easily manufactured by the approach indicated by 
the synthetic example of the 7th column of JP,5-3 1523 ,B. About this compound, a cerebral function normalization 
operation (JP,5-31523,B), peroxylipid generation depressant action (JP,5-35128,B, compound of Example 1), an 
antiulcer action (JP,3-215425,A), and blood sugar lifting depressant action (JP,3-215426,A) are known as a medicinal 
application. However, the kidney protective action to the ****** hasty nature renal failure of the above-mentioned 
compound is not suggested thru/or taught to each of these periodicals. 

[0008] As a medicinal active principle of this invention, its salt permitted physiologically besides the above-mentioned 
compound of an isolation gestalt can be used. Moreover, the hydrate of those arbitration or the solvate of arbitration 
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may be used. In addition, although a tautomer as shown in the chemical structure type of the 5th column upper case of 
JP,5-3 1523,B exists in the above-mentioned compound, it cannot be overemphasized to the medicinal active principle 
of this invention that all these isomers are included. 

[0009] As a salt of the above-mentioned compound, an acid addition salt or a base addition salt can be used. For 
example, mineral-acid salts, such as a hydrochloride, a sulfate, hydrobromate, or phosphate; A methansulfonic acid 
salt, A Para toluenesulfonic acid salt, acetate, an oxalate, citrate, malate, Or organic-acid salts, such as a fumaric-acid 
salt; metal salt; ammonium salt;, ethanolamine, or 2-amino -2, such as sodium salt, potassium salt, or magnesium salt - 
Methyl -1 - Although organic amine salts, such as propanol, etc. can be used If it approves physiologically, especially 
the class of salt will not be limited. 

[0010] The remedy of this invention has the operation as preventive which prevents ****** hasty nature renal failure, 
and the operation as a therapy agent which makes a normal condition recover the physiological function of the kidney 
in which ******** re nal failure was caused. In this description, ****** hasty nature renal failure means the sudden 
reproductive function failure of the kidney produced when it sets under physiological temperature among the acute 
renal failure caused by various causes and a blood flow decreased thru/or stops temporarily. This vocabulary should be 
most interpreted by the wide sense, as long as it agrees in the above-mentioned definition, adheres to the difference of a 
disease name and should not be interpreted. In addition, it is easily diagnosable whether it is a disease equivalent to 
****** hasty nature renal failure, if it is the skilled medical practitioner. 

[001 1] Especially the medicinal route of administration of this invention is not limited, but can be prescribed for the 
patient taking-orally-wise or parenterally . For example, to the patient who started bleeding and the acute circulatory 
failure of the large quantity which depends accident etc., it is desirable to prescribe the remedy of this invention for the 
patient by injection into a vein, an artery, or the heart preclusively. When bleeding of a considerable amount is 
expected in the case of an operation, it is suitable to administer the remedy of this invention orally preclusively or to 
prescribe a medicine for the patient preclusively during an operation or before and after that by parenteral 
administration, such as injection or a drop by drop titration, in advance of an operation. It is desirable to prescribe a 
medicine for the patient by injection into a vein, an .artery, or the heart for the purpose of prevention of aggravation of a 
symptom or relief of a symptom to the patient who showed the symptoms of ****** hasty nature renal failure. 
[0012] As a remedy of this invention, although a patient may be medicated with one sort of the above-mentioned 
compound of an active principle, or its salt, or two sorts or more as they are, a medicine should be prescribed for the 
patient as pharmaceutical preparation of the gestalt of the remedy constituent which contains preferably an active 
principle and the additive which can be permitted pharmacology-wise and in galenical pharmacy. As an additive which 
can be permitted pharmacology -wise and in galenical pharmacy, an excipient, disintegrator or a breaking adjuvant, a 
binder, lubricant, a coating agent, coloring matter, a diluent, a basis, a resolvent or a solubilizing agent, an isotonizing 
agent, a pH regulator, a stabilizing agent, propellants, a binder, etc. can be used, for example. As an example of the 
pharmaceutical preparation suitable for internal use, a tablet, a capsule, powder, a fine grain agent, a granule, liquids 
and solutions, or syrups can be mentioned, and injections, the drops, or suppositories can be mentioned as 
pharmaceutical preparation suitable for parenteral administration, for example. 

[0013] In the pharmaceutical preparation suitable for internal use, as an additive, for example, grape sugar, a lactose, 
Excipients, such as D-mannitol, starch, or crystalline cellulose; A carboxymethyl cellulose, Disintegrator or breaking 
adjuvants, such as starch or carboxymethyl-cellulose calcium; Hydroxypropylcellulose, Lubricant, such as binder; 
magnesium stearate or talc, such as hydroxypropyl methylcellulose, a polyvinyl pyrrolidone, or gelatin; The 
hydroxypropyl methylcellulose, Coating agents, such as white soft sugar, a polyethylene glycol, or titanium oxide; 
bases, such as vaseline, a liquid paraffin, a polyethylene glycol, gelatin, a kaolin, a glycerol, purified water, or hard fat, 
can be used, the pharmaceutical preparation suitable for injection or a drop by drop titration — aquosity, such as 
distilled water for injection, a physiological saline, and propylene glycol, or business - the time - dissolution mold 
injections - constituting - obtaining - a resolvent - or - a solubilizing agent -; - additives for pharmaceutical 
preparation, such as pH regulators, such as isotonizing agent; inorganic acids, such as grape sugar, a sodium chloride, 
D-mannitol, and a glycerol, an organic acid, an inorganic base, or an organic base, can be used. 
[0014] According to conditions, such as prevention of ****** hasty nature renal failure or the object of a therapy, a 
patient's age, and a condition, suitably, although the medicinal dose of this invention is selectable, generally it receives 
an adult. 0.1-100 mg/kg It is desirable to prescribe extent for the patient by injection or the drop by drop titration, or to 
prescribe 0. 1 - 100 mg/kg extent for the patient in taking orally. When prescribing a medicine for the patient by 
injection, it is suitable to use the injections indicated by JP,63-132833,A. In addition, for the above-mentioned 
compound which is the medicinal active principle of this invention, safety is . (mouse intraperitoneal administration 
fifty percent lethal dose 2012 mg/kg; rat internal-use fifty-percent-lethal-dose 3,500 mg/kg: Registry of ToxicEffects of 
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Chemical Substances, 1981-1982) It is proved that there is carcinogenic [ no ]. (National Cancer Institute Report, 89, 

1978) 

[0015^ 

[Example] Hereafter, although an example explains this invention still more concretely, the range of this invention is 
not limited to the following example. 

Example 1 rat (before or after maleness, Sprague Dawley system, and weight 300 g) Nembutal (50 mg/kg, 
intraperitoneal administration) A culmination incision in the abdomen is carried out under anesthesia, and it is a clip for 
brain surgery, (atraumatic clip) Left renal artery 45 It clamped between parts and the reversible ****** hasty nature 
renal failure model was created. The right kidney was extracted just before the clamp. 3 -methyl- 1 -phenyl -2 which is 
the medicinal active principle of this invention - Pyrazoline -5 - ON (3 mg/kg) A medicine was prescribed for the 
patient just before a clamp and clamp discharge by single shot. In a control group, it is a physiological saline. (0.5 ml) 
A medicine was similarly prescribed for the patient. 

[0016] The rat was put into the metabolic turnover cage in clamp discharge 24 - 48 hours, and 48 - 72 hours, and urine 
test of 24 hours was performed, respectively. Moreover, it slaughtered, after collecting blood in 24 and the 48th hour 
and collecting blood in the 72nd hour, and pathology histological inspection of a kidney was conducted, urine - urine 
volume (ml/day), a creatinine (mg/dl), and the amount (mEq/1) of sodium asking — as the index of a tubular function 
rate of sodium elimination (FENa: Fraction Excretion of Na, %) and — as the index of a kidney function — creatinine 
clearance (mul/day) It asked. About blood, it is a creatinine (mg/dl) as an index of a kidney function. The amount of 
sodium (mEq/1) It asked. A result is shown in the following table 1 . It is clear from these results that the remedy of this 
invention made the onset of ****** hasty nature renal failure mitigate. 
[0017] 
[A table 1] 

Criticism ** Term Eye Pair ** Group medication group Urine 

test (48 [ 24 to ]:00) urine volume (ml/day) 8.89**6.91 5.56**0.980 Creatinine (mg/dl) 168**86.5 218**43.4 Sodium 
(mEq/1) 0.575**0.399 0.613**0.391 Creatinine clearance (mul/day) 1170**491 1300**352 Rate of sodium elimination 
(%) 0.225**0.299 0.0753**0.489 Urine test (72 [ 48 to ]:00) Urine volume (ml/day) 7.53**5.56 5.76**1.13 Creatinine 
(mg/dl) 198**91.7229**45.2 Sodium (mEq/1) 0.275**0.158 0.375**0.175 Creatinine clearance (mul/day) 1 140**262 
1500**214* Rate of sodium elimination (%) 0.0615**0.0844 0.0448**0.0269 blood-serum (24 hours after clamp 
discharge) creatinine (mg/dl) 1.28**0.489 1.04**0.262 Sodium (mEq/1) 148**5.53 147**2.25 Blood serum (48 hours 
after) Creatinine (mg/dl) 0.963**0.177 0.888**0.253 Sodium (mEq/1) 145**2.19 148**1.77 Blood serum (72 hours 

after) creatinine (mg/dl) 0.900**0.107 0.863**0.130 Sodium (mEq/1) - 148**1.07 147**0.707 

* - p < 0.05 (vs control group) 

[0018] 

[Effect of the Invention] The remedy of this invention is useful for prevention and/or the therapy of *** *** hasty 
nature renal failure. 
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